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2004108057 

'JIISKPIPPPPPP 

Cnoco6 JieneHHfl 3a6oJieBaHHH, conpoBo^aKtimixcji H3MenenM5iMn 
KanecTBeHHoro h/hjih KOJiHHecrBeHHoro cocTaBa 

BHeKJieTOHHOH AHK K pOBH 

H3o6peTeHHe othochtch k MeflHHirae h BeTepHHapHH h MoaceT 6biTb 
HcnojiL30BaHo flna JieneHHH 3a6ojieBaHHH, conpoBOJKAaiomHxcji 

KaHeCTBeHHBIMH HJIH KOJIHHeCTBeHHBIMH H3MeHeHIWMH BHeKJieTOHHOH ,HHK 

KpoBH, a HMeHHo: reHepanH30BaHHBix hh^ckhhohhbix 3a6ojieBaHHfi, 
BBi3BiBaeMbix 6aKTepHHMH, 3a6ojieBaHHH, BBi3BiBaeMBix rpnGaMH h 
npocTeiiiiiHMH, aTepocKJiepo3a, caxapHoro flHa6eTa, ajuiepraHecKHX 
3a6ojieBaHHH, cBS3aHHBix c peaiajHeH ranepnyBCTBHTejiBHOCTH 3aMefljieHHoro 
rana, a TaraKe 3a6ojieBaHHH, o6ycjioBJieHHBix MyTaiHiJiMH reHOB coMa-mHecKHx 

KJieTOK. 

IlepeHHCJieHHBie 3a6ojieBaHHa corjiacHO coBpeMeHHBiM 3HaHHSM 
npe^cTaBJiHiOT co6ofi KpafiHe HeozmopoflHBie h pa3JiHHaiomHecH Mexcny co6oh 
no STHOJioraH h naToreHe3y 6ojie3HeHHBie npoueccBi. B cootbctctbhh c sthmh 
npeflCTaBJieHiMMH h Jienemie sthx 3a6ojieBaHHH ocymecTBJifljiocB coBepmeHHO 
pa3JiHHHBiMH MeroflaMH. TaK, ochobhbim cnoco6oM JieneHHH 3a6ojieBaHHfl, 

■ 

BBi3BiBaeMBix 6aKTepHHMH, rpn6aMH h npocTeftinHMH, flBJiaeTca aHTH6HOTHKO 
h XHMHOTepaniw, cm. Merck Manual of Diagnosis and Therapy; 16 th Edition. 

Ochobhbim cnoco6oM JieKapcTBeHHoro JieneHHa aTepocKJiepo3a HBJiaeTCH 
TepanHfl npenapaTaMH rpynnBi cTaTHHOB, noflaBJiHiomnx chht e3 xojiecTepHHa b 
opraHH3Me, cm. New Concepts and Paradigms in Cardiovascular Medicine: The 
Noninvasive Management of Coronary Artery Disease, kL Lance Gould, THE 
AMERICAN JOURNAL OF MEDICINE, Volume 104, June 22, 1998, 2s-17s. 

B ocHOBe JieKapcTBeHHoro jieneHHJi caxapHoro ,zma6eTa jieacaT TpH 
ochobhbix no^xofla - 3aMecrHTejiBHaa Tepanna npenapaTaMH HHcyjiHHa, 
JieKapcTBeHHaa Tepanna, HanpaBJieHHaa Ha ynynineHHe ceKpeimn HHcyjiHHa 
nofl^cejiyflOHHOH 3Kejie30H, JieKapCTBeHHaa Tepanna, I HanpaBJieHHaa Ha 
noBBimeHHe HyBCTBHTejiBHOCTH TKaHeft k HHcyjiHHy hjih ycKopeHHe 



yTHJiH3auHH TKaiwMH rjiK)K03M, cm. Pharmacological Management of Diabetes: 
Recent Progress and Future Perspective in Daily Drug Treatment, Gerard 
Emilien et.al., Pharmacol. Ther. Vol. 81, No. 1, pp. 37-51, 1999. 

B ocHOBe TepanHH ajuieprHHecKHx 3a6ojieBamiH, CBJoaHHBix c peaKUHHMH 
ranepHyBCTBHTejibHocTH IV rana jieacHT HMMyHocynpeccHBHaa hum 
HMMyHOMOflyjiHp>iomaa Tepanna, cm. Therapeutic Immunosupression, 
ed.A. W.Thomson, Ser.Immunology and Medicine vol.29, Kluwer 
Acad.Publishers, Dordrecht, 2001. 

3a6ojieBamifl, pa3BHBaK>m,Heca BcaeflCTBHe MyTaijHH reHOB coMaranecKHX 
KJieroK, 'h conpoBo»waiomHeca pa3BHTHeM coMaTHHecicoro M03aHUH3Ma, BOBce 
He HMeiOT cpe^cTB aTHOJioraraecKOH TepanHH, ocymecTBJiaeTca jihuh, 
cHMHTOMaTHHecKoe neneHHe, cm. Youssoufian H, Pyeritz RE. Mechanisms and 
Consequences of Somatic Mosaicism in Humans,. Nature Reviews Genetics, 
2002;3:748-758. 

OCHOBHOH npo6jieMOH aHTH6HOTHKOTepanHH 6aKTepHaJIBHBIX HHdpeKHHH 

CHHTaeTca npo6jieMa JieicapCTBeHHOH pe3HCTeHTHocTH. U>ipKyjiau.Ha 

pe3HCTeHTHBIX K aHTHOHOTHHeCKHM CpeflCTBaM IHTaMMOB 6aKTepHH H HX 

HOBOo6pa30BaHHe b nponecce jienemia (HanpHMep, Bcne^cTBHe (|>opMHpoBaHHa 
b opraHH3Me 6ojibHoro GnonjieHOK) aBJiaioTca ochobhoh npHHHHofi 
Hes^ (^eKTHBHOH TepanHH (The use and resistance to antibiotics in the 
community. Cizman M, Int J Antimicrob Agents, 2003, Apr 21: pp.297-307. 
06menpH3HaHO, hto npo6neMa aHTH6HOTHKope3HCTeHTHo cth 
MHKpoopraHH3MOB B>HacToamee BpeMa hocht xapaKTep rjio6ajn>HOH yrpo3Bi 
(Mechanisms of antimicrobial resistance: their clinical relevance in the new 
millennium. Sefton A.M., Drugs, 2002, vol. 62: 557-66) h Tpe6yeT paspa6oTKH 

HOBBIX aHTH6HOTHHeCKHX npenapaTOB C OpHrHHajIBHBIMH MexaHH3MaMH 

aHTH6aKTepHanBHoro B03AeHCTBHa h hobbix HeaHTH6HOTHHecKHX cnoco6oB 
B03fleftcTBHa Ha HH<J>eKH.HOHHBiH npouecc. B nacTHocTH, npn jieneHHH 

HH(|>eKH,HH, BBI3BaHHOH pe3HCTeHTHBIMH K neHHHHJIJIHHOBBIM H 



Iie4>ajIOCnopHHOBMM aHTH6H0THKaM rpaMM-nOJI05KHTejIfcHE,IMH KOKKaiVOI, 

HcnojiL3yeTCH hhth6hothk BaHKOMHn,HH. K ochobhbim ero HeaocTaTKavt 

OTHOC^TCH: pOCT KOJIHHeCTBa BaHK0MimHH-pe3HCTeHTHBIX UITaMMOB B 

mpKynmmi; B&icoKaa tokchhhoctb; othochtcjibho y3KHH cneiap aKTHBHocni 
npenapaTa (The threat of vancomycin resistance. PerlTM, Am J Med 1999 May 
106:26S-37S). 

B cbh3h c nepeHHCJieHHBiM ABJiaeTCH aKTyajiBHOH 3a«ana noHCKa MeToaa 
aHTH6aKTepHajiBH0g TepanHH 3<|><j>eKTHBHoro, MajioTOKCHHHoro, aKTHBHoro b 
OTHOineHHH niHpoKoro cneKTpa 6aicrepHH, b tom HHCJie pe3HCTeHTHBix k 
aHTHSnOTHHecKHM npenapaTaM. 

npo6iieMBI aHTHGHOTHKO H XHMHOTepanHH HH$eKn.HH, BBI3BIBaeMLCC 

rpn6aMH h npocTenmiiMH, hocat, b ochobhom, tot ace xapaicrep, hto h 
npo6jieMBi aHTn6HOTHKOTepanHH 6aKTepHajiBHBix HH$eien,HH; HanpHMep, npn 
JieneHHH nrapoKO pacnpocTpaHeHHBiM aHTnrpH6KOBBiM areHTOM 
aM^OTepnnHHOM (Antifungal drug resistance to azoles and polyenes, Mar Masia 
Canuto et.al. 5 The Lancet Infectious Diseases, Volume 2, Issue 9 , 1 September 
2002, Pages 550-563; A systematic review of the antifungal effectiveness and 
tolerability of amphotericin B formulations, Jane P. Barrett et.al., Clinical 
Therapeutics /Volume 25, Issue 5 , May 2003, Pages 1295-1320). 

ArepocKJiepo3 npeacTaBJiaeT co6oh cucTeMHoe saGojieBamie, 
conpoB05K,naiomeeca 4>opMnpoBaHHeM cnenn^HnecKHx aTepocKJiepoTunecKHx 
6jMmeK b CTemcax KpynHBix h cpeflHHX apTepnii. B saBHCHMOcra ot MecTa 

noaBJieHHH, CTaflHH pa3BHTHH H BejIHHHHBI aTepOCKJiepOTHHeCKHX 6jwiueK 

3a6ojieBaHHe HMeeT pasjiHHHtie KJiHHHHecKHe npoaBJieHHa (HmeMHHecKaa 
6ojie3HB cepana, HHcyjitT h a P .). JleKapcTBeHHOMy h xnpyprHHecKOMy 
JieneHHK) no^BepraioTCH hmchho npoHBueroia cHcreMHoro aTepocKJiepo3a Ha 
ypoBHe Toro hjih HHoro opraHa. ATepociaiepo3 KaK CHCTeMHoe 3a6ojieBaHHe He 
HMeer cnoco6oB JieicapcTBeHHoro JieneHHH. HaH6ojiee pacnpocTpaHeHHBiM 
cnoco6oM npo^HJiaKTHKH, 3aMefljMK>mHM nporpeccHpoBaHHe 3a6ojieBaHHH, 



HBJifleTCH Tepamw HHraSHTopaMH 3-raApOKCH-3-MeTHJirjnoTapHJi ko3H3hm 
A(HMGCoA) peflyKTa3Bi (JIoBacraTHH, IlapBacTaTHH h pp.), npuBOflHmaa k 
noflaBJieHHK) CHHre3a SHfloreHHoro xojiecrepHHa h ycKopeHHio KJiHpeHca 

JIHnOnpOTeHHOB HLH3KOH nJIOTHOCTH H3 nJia3MbI KpOBH, hto 3aMe,aJifleT pa3BHTI{e 

aTepocKJiepo3a (New Concepts and Paradigms in Cardiovascular Medicine: The 
Noninvasive Management of Coronary Artery Disease, K. Lance Gould, THE 
AMERICAN JOURNAL OF MEDICINE, Volume 104, June 22, 1998, 
2s- 17s). HeaocTaTKaMH noflo6Horo JienemM hbjwiotch cepte3HBie no6oHm>ie 
3$<|>eKTbi (A safety look at currently available statins., Moghadasian MH, Expert 
Opin Drug Saf 2002 Sep l:pp.269-74) h orpaHHHeHHaa 3$4>eKTHBHocTB 
(Statins: balancing benefits, efficacy and safety., Clearfield MB, Expert Opin 
Pharmacother, 2002, May 3:pp.469-77). 

OCHOBHOH npHHHHOH HHBaJIHflH3amffl H CMepTH 60JIBHBIX npH CaxapHOM 

^Ha6eTe 1 h 2 THna hbjdhotch ocjioHCHemra, cBa3aHHBie c pa3BHTHeM MHKpo h 
MaKpoaHraonaraH. CHirraeTca, hto flocTHacemie s^xbeKTHBHoro 
MeTa6ojiHHecKoro kohtpojm (no,zwep3KaHHe HopMaiiBHoro ypoBH* rjnoK03Bi h 
rnHK03HJiHpoBaHHoro reMorjio6HHa b $H3HOJiorHHecKHX rpammax b TeneHne 
WiHTejiBHoro BpeMeHH) npemrrcTByeT pa3BHTHio ocjio5KHeHHH. 
HHcyjiHHOTepaniw, b tom HHCJie HHTeHCHBHaa, aBiweTCH MeTOflOM BBi6opa b 
CHTyannax, Koraa He y^aeTca aocthhb MeTa6ojiHHecKoro kohtpojih c noMOHjBio 
apyrax JieKapcTBeHHBix cpe^cTB (Outpatient insulin therapy in type 1 and type 2 
diabetes mellitus: scientific review., De Witt DE, Hirsch IB JAMA, 2003, May 
289:pp.2254-64). OflHaico aaace npn hht6hchbhbix peacnMax Tepannn pncK 
pa3BHTHH ocjio5KHeHHH, b tom HHCJie 4>aTajn»HBix, ocTaeTCH bbicokhm (Cause- 
specific mortality in a population with diabetes: South Tees Diabetes Mortality 
Study.,Roper NA, et.al.,Diabetes Care ,2002, Jan 25:pp.43-8). B cbhsh c 
nepeHHCJieHHBiM HBJiaeTca aicryajiBHOH h o6m.enpH3HjaHHOH 3aAana noncica 
hobbix cpeflCTB flsisi Tepamm caxapHoro flna6eTa 1 h'2 rana, b tom nnciie 
cnoco6HBix npe^ynpeMCflaTB pa3BHTHe ocnoacHeHHH. 



OaHHM H3 HaH6ojiee uihpoko npHMeHaeMBix b kjihhhh6ckoh npaKTHKe 
cnocoSoB, npHMeH^eMBix ajih jieneHHa coctohhhh, CBjraaHHBix c peaKHHHMH 
ranepHyBCTBHTejifcHocTH 3aMe,mieHHoro rana, sBJiaeTca BBejieHHe nenraaa 
U^HKJiocnopHHa A (Therapeutic Immunosupression, ed.A. W.Thomson, 
Ser.Immunology and Medicine vol.29, Kluwer Acad.Publishers, Dordrecht, 
2001). K uihpoko H3BecTHBiM HeflocTaTKaM 3Toro cnoco6a othochtca 
cepBe3HBie no6o*iHBie 3<J><|>eKTi>i - hc^potokchhhoctb, ranepTeH3HH h bbicokhh 
Phck pasBHTHH HH^eKHHH (Cyclosporine: mechanisms of action and toxicity., 
Graham. RM, Cleve Clin J Med, 1994, Jul-Aug 61:pp.308-13). fljpyroH 
npo6jieMOH aBJwerca noTeps s^ckthbhocth npn ajihtcjibhom npHMeHemm 
npenapaTa, hto npoaBJiaerca, HanpHMep, b yBejnraeHHH BepoaTHOcra 
OTTopHceHHa TpaHcnuaHTaHTa (Renal transplantation, past, present and future., 
Ponticelli C, et.al., J Nephrol, 1999, Jul-Aug 12 Suppl 2:S105-10). 

TaKHM o6pa30M, fljw JieneHHH 3a6ojieBaHHH, conpoBO>KflaK)iUHxca 

HBMeHeHHflMH KaHeCTBeHHOTO h/hJIH KOJIHHeCTBeHHOrO COCTaBa BHeKJieTOHHOH 

ffHK kpobh, npHMeHaeTCH urapoKHH cneKTp pa3JiHHHBix cnocoSoB, HMeiomHX 
cxoacHe HeflocraTKH: 
1. tokchhhoctb; 

2: pa3BHTHe no6oHHBix 3(|><|>eKTOB; 

3. HH3Ka« 3<|)(|>eKTHBHOCTB TepamiH. 

Meacfly TeM, b peajiBHOH KJiHHHHecKoft npaKTHKe paccMaTpHBaeMBie 
3a6ojieBaHHH nacTO conyTCTByioT oflHO apyroMy. TaK, HanpHMep, Tepanns 
HkMyHocynpeccHBHBiMH npenapaTaMH npn 3a6oneBaHHHx, CB*3aHHBix c 
peaKUHefi ranepHyBCTBHTejiBHOCTH 3aMe,zjjieHHoro rana MHoroKparao 
noBBimaeT phck pa3BHTHH HH$eKH.HOHHBix 3a6ojieBaHHH (Recent advances in 
the diagnosis and management of infection in the organ transplant recipient. 
Tolkoff-Rubin NE, Rubin RH; Semin Nephrol 2000 Mar 20:148-63.); 
aTepocKJiepo3 aBJiaeTca nacTBiM ocjioacHemieM flna6eTa (Diabetes and 
atherosclerosis: epidemiology, pathophysiology, and managements eckman JA, 



Creager MA, Libby P;JAMA 2002 May 287:2570-81 .), h npH 3T0M nacro ero 
pa3BHTHK> conyTCTByeT cHCTeMHtiH HH^eKiniOHHMH npouecc (Infection and 
atherosclerosis: potential roles of pathogen burden and molecular mimicry.. 
Epstein SE, Zhu J, Burnett MS, Zhou YF, Vercellotti G, Hajjar D 5 Arterioscler 
Thromb Vase Biol 2000 Jun 20:1417-20.); p*w 4>opM AHaSeTa pa3BHBaeTc* 
BCJie^cTBHe pa3BHTHH peaKmra ranepHyBCTBHTejiBHOcTH 3aMeflJieHHoro rana 
(Evidence of islet cell autoimmunity in elderly patients with type 2 diabetes., 
Pietropaolo M, Barinas-Mitchell E, Pietropaolo SL, Kuller LH, Trucco 
M,Diabetes 2000 Jan 49:32-8), hjih Ha (|>OHe hh(J) eKijHOHHoro npouecca 
(Systemic diseases caused by oral infection. Li X, Kolltveit KM, Tronstad L, 
Olsen I, Clin Microbiol Rev 2000 Oct 13:547-58 ), h npHBomrr k BBicoKOMy 
pHCKy pa3BHTHa HH^eKimfi (Diabetes and the risk of infection-related mortality 
in the U.S.,Bertoni AG, Saydah S, Brancati FL, Diabetes Care 2001 Jun 24:6 
1044-9). 

B HacToamee BpeMH OTcyrcTByioT KaKHe-jiH6o cnoco6ti, KOTOpBie 
no3BonajiH 6bi neHHTB yKa3aHHBie BBime 3a6ojieBaHHfl b KOMnneicce. B cbjoh c 

3-THM OTCyTCTByeT B03M03KHOCTB npHHJITB KaKOe-JIH6o H3BeCTHOe TexmrqecKoe 

pememie 3a npoToran Haerojimero H3o6peTem«i. 

B ocHOBy HacToamero H3o6peTemte nono5iceHO pememie 3a^aHH 
co3flaHHH BBicoK03<i)<|)eKTHBHoro h ManoTOKCHHHoro cnoco6a JieHeHHfl 
3a6ojieBaHHH, KaK no otacjibhocth, Taic h b KOMnjience, conpoBoacflaiomHxca 

H3MeHeHHHMH KaHeCTBeHHOrO h/hJIH KOJIHHeCTBeHHOrO COCTaBa BHeKJieTOHHOH 

.ZJJHK kpobh, a HMeHHo, reHepanH30BaHmJx HH^eKunoHHBix 3a6ojieBaHHfi, 

BBI3BIBaeMBIX 6 aKTepH JIMH , 3a60JieBaHHH, BBI3BIBaeMBIX rpH6aMH H 

npocTeHiiiHMH, aTepocKJiepo3a, caxapHoro AHa6eTa, ajiJieprHHecKHX 
3a6oJieBaHHH, CBH3aHHBix c peaKUHeii ranepnyBCTBHTejiBHOCTH 3aMefljieHHoro 
rana, 3a6ojieBaHHfi, oSycjiOBJieHHBix MyTaunjiMH reHOB coMaTHHecKHx KJieTOK. 

ComacHO H3o6peTeHHK> 3ra 3a«ana peniaeTca 3a cneT Toro, hto ajih 
JienemM 3a6ojieBaHHH HenoBeica, conpoBoacAaioiimxca H3MeHemiaMH 



KanecTBeHHoro hjih KOJinnecTBeHHoro cocTaBa BHeKJieTOHHOH fftJK KpoBH, a 
HMeHHO, reHepajiH30BaHHBix HH<i>eKH,HOHHBix 3a6oneBaHHH, BBi3BmaeMBix 
6aKTepHHMH, 3a6ojieBaHHfi, BBi3tiBaeMBix rpH6aMH h npocTeHUiHMii, 
aTepocKiiepo3a, caxapHoro flHa6eTa, ajiJiepranecKHx 3a6ojieBaHHH, cBa3aHHBix c 
peaiajHeH ranepHyBCTBHTejiBHOCTH 3aMe^jieHHoro rana, 3a6ojieBaHHfi, 
o6ycjioBJieHHBix Myrai^HaMH reHOB coMaTHHecKHx kjictok, b ch ctcm Hyio 
mpKyjismmo KpoBH bbo^t areHT, pa3pyuiaiomHH BHeKJieroHHyio JJJrtK KpOBn; 
b xanecTBe areirra, pa3pyniaK>mero BHeKJieroHHyio fffiK KpoBH, b cncTeMHyio 
nwpKynsiijmo KpoBH MoaceT bboahtbcji (jjepMeHT JSJciKsaa; <J>epMeHT ,HHKa3y 
MoryT BBOflHTB b fl03ax, oSecneHHBaiomHx H3MeHeHHe 3JieKTpo<|>opeTHHecKoro 

npO(J>HJW BHeKJieTOHHOH KpOBH, BBMBJWeMOe nyjn>c- 

rejiB3JieKTpo(|)ope30M; (JiepMeHT fffiKasy MoryT bboahtb b ^03ax h peacHMax, 
o6ecneHHBaK»iimx ypoBeHB #^-raflpojiHTHHecKOH aKTHBHOcra njia3MBi 
KpoBH, H3MepaeMBiH b iuia3Me KpoBH h npeBBiuiaioiimH 150 eflHHHn. KyHua Ha 
JiHTp nna3MBi, Ha npoTHMceHHH cyMMapHO 6ojiee 12 nacoB b cyTKH. 

Pa3BHTHe yKa3aHHtix 3a6oJieBaHHH conpoBOJKflaeTcs KanecTBeHHBiMH h 

KOJIHHeCTBeHHBIMH H3MeHeHHHMH BHeKJieTOHHOH JJpSK KpOBH, OflHaKO B 
H3BeCTHBDC 3ElflBHTeJIK) HCT0HHHK3X OTCyTCTByiOT 3HaHH3 O TeHeTHHeCKOM 

penepTyape BHeKJieTOHHOH ^HK KpoBH 6ojibhbix npn paccMaTpHBaeM&ix 
3a6ojieBaHHHx, 6HOJiorHHecKOH pojiH BHeKJieTOHHOH JJJJK KpoBH npn 
paccMaTpHBaeMbix 3a6ojieBaHHHX h bo3mo>khom TepaneBranecKOM s^x^eKTe ee 

yHHHTO^CeHHH flJW JieHeHHH 3THX 3a60JieBaHHH. 

KaK ycTaHOBHJiH 3aaBHTeji«, BHeKJieTOHHaa RHK KpoBH 6ojibhbix npn 
paccMaTpHBaeMBix 3a6ojieBaHHflx co^epjKHT yHHKajiBHBiH no cBoeMy 
KanecTBeHHOMy h KOJinnecTBeHHOMy cocTaBy penepTyap reHOB h 
peryjiflTOpHBix reHeTHHecKHx sjieMenroB, pe3KO OTJiHnaioiHHHca ot penepTyapa 
,HHK, onHcaHHoro b reHOMe HenoBeKa..B otjihhhc ot BHyTpHKjieTOHHOH ffHK, 
BHeicneTOHH an J\HK KpoBH 6ojibhbix paccMaTpHBaeMBiMH 3a6ojieBaHHJiMH 
co^ep»CHT, b ochobhom, yHHKajibHbie reHBi nejioBeKa. YcTaHOBJieHO HajiHHHe 
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6aKTepHajiBH0ii BHeiaieTOHHOH flHK h BHeiaieTOHHOH ^HK rpH6oB b cocTaBe 
MarpuKca GnonjieHOK h b njia3Me kpobh HH<i>HUHpoBaHHoro nejioBeica. 

YcTaHOBJieHO, HTO BHeKJieTOHHafl /JHK KpOBH, BKJIIOHafl BHeiOieTOMH>TO 

,HHK 6aKTepHfi, rpH6oB h napa3HTOB npn paccMaTpHBaeMBix 3a6oJieBaHHJ3x 

Cn0C06cTByeT HXpa3BHTHK>. 

YcTaHOBJieHO, hto pa3pyineHHe BHeioieTOHHOH ffHK KpoBH npn 
paccMaTpHBaeMBix 3a6ojieBaHiwx npHBOflHT k Jiene6HOMy a^eicry. 

yKa3aHHBie BBime HOBBie cBOHCTBa 3aaBJieHHoro H3o6peTeHHJ5, 
6a3HpyioED(HecH Ha npHHimimajiBHo hobbix npeflCTaBJiemiax o poini 

BHeKJieTOHHOH nJia3MBI KpOBH B pE3BHTHH paCCMaTpHBaeMBEC 

3a6ojieBaHHg, no3BOJWK>T caejiaTB bbiboa o cootbctctbhh 3a*BJieHHoro 
cnoco6a KpHTeprao «H3o6peTaTejiBCKHH ypoBeHB». 

3aaBJieHHBiH cnocoG peajiH3yeTCfl cue^yKonn^M o6pa30M. 
MaTepnajiBi h MeTO^Bi. 

HcnojiB30BanH cjiepytowjie areHTBi, pa3pyniaK>m.He BHeioieTOHHyio ,DjHK 
kpobh: ^epMeHT 6bihbk> naHKpeaTHHecicyio ,HJIKa3y (npoH3BoncTBo Sigma h 
CaMCOH-Mefl), 4>epMeHT peKOM6HHaHTHyio HejioBenecicyio /JHKasyl 
(npoH3BOACTBo Genetech), AHK-rimpojiH3yiomHe anraTejia, BBi^ejieHHBie H3 
kpobh 60JIBHBK CHCTeMHOfi KpacHoii BOJiHaHKofi ! no MeTo^HKe Shuster A.M 
(Shuster A.M. et.al., Science,v.256,1992, pp.665-667). 

JIJiK njia3MBi kpobh BBmeimjiH cjie^yioiimM o6pa30M: cBe^cyio (He 6ojiee 
3-4 nacoB nocne 3a6opa) njia3My kpobh c Ao6aBJieHHBiM aHTHKoaryjiaHTOM 
(HHTpaT HaTpna) OTKpyHHBajiH Ha noAyuiKe us Ficoll-PlaquePlus (Amersham- 
Pharmacia) npn 1500g 20 MHHyT npn komh aTHoii TeMneparype. Iljia3My (1/2 
ot Bcero KOJiHHecTBa) aKKyparao oT6Hpajra, He 3afleBaa ocTaTOK kjictok Ha 
noAyuiKe $HKOjma, h OTKpyHHBajra npn 10 000 g 30 MHHyT, hto6bi H36aBHTBca 
ot 06JIOMKOB KJieTOK h #e6pHca. CynepHaTaHT oT6HpanH, He 3aTparaBaa 
ocanpic, flo6aBJMJiH 1% capico3HJia, ao 50mM Tpnc-HCl, pH 7,6, «o 20 mM 
3 ATA, ^0 400 mM NaCl, h paBHBm o6bcm cMecH <|)eHOJi-xjiopo(|>opM 1:1. 
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IIojiyjeHHyio SMyjiBCHio HHKySHpOBajiH npn 65°C 2 naca, 3aTeM OTflejiann 
4>eHoji-xjiopo4»opM HeHTpH4>yrHpoBaHHeM npn 5000g b TeneHHH 20 MHHyT npn 
komhethoh TeMnepaType. npoueaypy flenpoTeHHHsauHH $eHOJi-xjiopo<i>opM0M 
noBTopajiH HfleHTHHHHM cnoco6oM TpnacflBi, nocjie nero BOflHyio 4>a3y 
o6pa6aTtiBajiH xnopo^opMOM, sareM ahsthjiobbim 3<|>HpoM. OraejieHHe ot 
opraHHHecKHx pacTBopHreneH npoH3BOAHJiH neHTpHcjjyrHpoBaHHeM npH 5000g 
b TeneHHe 15 MHHyT. K nojiyneHHOH bo^hoh ^ase ao6aBJi5uiH paBHBiS o6i>eM 
HsonponaHOJia h HHKy6H P o B ajiH b Teneroie hohh npn 0°C. nocjie ocaHCflemw 
HyKJieHHOBBie khcjiotbi OT^ejiajiH HeHTpH^yrapoBaHHeM npn 0°C, lOOOOg b 
TeneHne 30 MHHyT. OcaaoK HyiaieHHOBBix khcjiot pacTBopjuiH b 6y$epe, 
coAep^cameM IOmM Tpnc-HCl , pH 7,6, 5 mM 3RTA, h HanocHJiH na noflyiiney 
H3 CTyneHnaToro xjiopncToro nesmi (1M, 2.5M, 5.7M) b n.eHTpH<J)y>KHOH 
npo6H PK e poTopa SW60Ti. 06*e M fltiK cocTasjiaji 2 mji, o6i,eM Ka^aoH 
CTyneHBKH CsCl - no 1 mji. YjiBTpaijeHTpH^yrHpoBaHHe npoBOflHJra b npn6ope 
L80-80 (Beckman) 3 naca npn 250000 g. ffHK OTOHpajra c noBepxHo cth 
CTyneHBKH 5.7M no ^paKHKWM. OpaKHHH flHajiHSHpoBajiH 12 nacoB npn 4°C. 
HajiHHHe AHK bo <i>paKnHflx onpe^ejiajiH araposHBiM sjieiopo^opesoM, c 
BHsyajiHsanHefi /IHK opomhctbim sthahcm. KojiHHecTBo ,ZJffiC onpeflenajiH 
cneKTpo4»OTOMeTpHHecKH (Beckman DU70) b KioBeTe o6bcmom IOOmkji, 
CHHMaa cneKTp ot 220 jjo 320 hm. 

npHMep 1. JleneHHe SKcnepHMeHTauBHoro cencnca, BBi3BaHHoro_Candida 
Albicans h StAureus. 

B SKcnepHMenre HcnojiBsoBajra 6ejiBix GecnopoflHBix MBimeH BecoM 
23-25 rpaMM. 

Tpynna 1 (30 MBiuiefi) - MBiniaM bboahjih b peTpoop6HTajiBHBiH CHHyc 
GaKTepHH naroreHHoro uiTaMMa Staphylococcus aureus VT-2003R b ao3e 
1x10'° 6aKTe P HajiBHBix kjictok Ha mbiihb. PeKOM6HHaHTHaa AopHasa-ajiB^a 
(Geneyech) BBOflHJiacB b ao3e 500 mrt/kt BHyTpH6pioiHHHHO nepe3 2, 6, 10 h 
14 nacoB nocne HH^HnnpoBaHHa. 



Tpynna 2 (10 Mwuiefi) - MBiinaM bbo^hjih b peTpoop6HTajn>HBiH chh>c 
6aKTepHH naToreHHoro urraMMa Staphylococcus aureus VT-2003R b ao3e 
lxl 0 10 6aicrepHajii>Hi>ix kjictok Ha mbiihb. <E>oc(]jaTHBiH 6y4>ep bbo^hjics 
BHyTpH6pK>innHHO nepe3 2, 6, 10 h 14 nacoB nocjie HH^HUHpoBaHHH. 

Ilocjie nocjienHero BBeaeHHa «opHa3bi H3 24 MtinieH 1 rpynnti 6bijih 
BBwejieHbi noflrpymiBi Ian 16. 

Iloflrpynna la (8 MBiraefi) - nepe3 2 naca nocjie nocjiejmero BBefleHiw 

flOpHa3M MbiniaM BBOflHJIH BHyTpHBeHHO BHeKJieTOHHyK) ( E[HK KpOBH (0,1 MKT 

Ha mbiihb), nojiyneHHyio ot MBiHieft, HH<J)HHHpoBaHHBix Staphylococcus aureus 
VT-2003R b fl03e lxlO 10 6aKTepHajn>HBix KJieroK Ha mbiihb nepe3 15 nacoB 
nocjie BBeAeHHA 6aicrepHH b peTpoop6HTajiBHBiH cHHyc. 

Ilompynna 1b (8MBiineH) - nepe3 2 naca nocjie nocjie^Hero BBe^eHHH 
AopHa3Bi MBunaM BBejra BHyrpHBeHHo BHeioieTOHHyio ffHK KpOBH (0,1 MKr Ha 
mbiihb), nojry^eHHyio ot MBiuieg HH^HHHpoBamiBix Candida Albicans b ao3e 
LD50 Ha mbihib nepe3 3 ahh nocjie BHyTpHBeHHoro BBeaeHHH rpn6oB. 

OHeHHBanH BBiacHBaeMocTB acHBOTHBix nepe3 32 naca nocjie 

HH<$)HHHpOBaHHJI. 

Pe3yjiBTaTBi npHBe^eHBi b Ta6jmue: 



B&DKHBaeMOCTB MBIHieH B pa3JIHHHBie CpOKH nOCJie HH^HHHpOBaHHfl: 





0 nac. 


2 nac. 


4 nac. 


6 nac 


8 nac. 


12 nac. 


24 nac. 


28 nac. 


32 nac. 


Tpynna 1 


100% 


100% 


100% 


90% 


90% 


80% 


50% 


40% 


30% 


Tpynna 2 


100% 


100% 


70% 


60% 


50% 


40% 


30% 


20% 


20% 


la 














20% 


10% 


10% 


1b 














50% 


50% 


40% 



Tpynna 3 (10 MBinieii) - MBiuiaM bbo^hjih BHyTpHBeHHO rpH6Bi, 
cy6icyjiBTHBHpoBaHHBie, nojiyneHHBie H3 naToreHHoro KOHHHHecicoro H30JiJiTa 
Candida Albicans b fl03e LD50. PeKOMSHHaHTHaa ,ziopHa3a-ajiB<|>a (Geneyech) 

BBOflHJiaCB B A03e lMr/KT BHyTpH6piOHIHHHO flBa^CflBI B fleHB Ha 2, 3 H 4 AeHB 
nOCJie HH^HHHpOBaHIW. 
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Tpynna 4 (10 MtnmeH) - M&niiaM bbo^hjih BHyrpHBeHHO rpH6ti, 
cy6KyjibTHBnpoBaHHbie, nooyneHHwe H3 naToreHHoro KOHHHHecicoro H30jurra 
Candida Albicans b ao3e LB50. AM$OTepHUHH B bbo^hjich b fl03e 20MKr/KT 
BHyTpH6pioniHHHo flBa^fltr b nem> Ha 2,3 h 4 aeHB nocjie HH$Hn.HpoBaHHs. 

Tpynna 5 (10 MBunefi) - mbiukim bboahjih BHyTpHBeHHo rpH6ti, 
cy6KyjiBTHBHpoBaHHbie, nooyHemiBie H3 naToreHHoro KOHHHnecKoro H30JWTa 
Candida Albicans b ao3e I_D50. B KanecTBe HeraraBHoro kohtpojdi bboahjicji 
4>oc<|>aTHBiH 6y<|>ep BHyTpnSpioniHHHO «Ba5KflBi b nem, Ha 2, 3 h 4 nem> nocjie 

HH(|)HIlHpOBaHHH. 

O'neHHBajiH BbixcHBaeMOCTt h Maccy MBiuiefi Ha 7 fleHB nocjie 

HH^HHHpOBaHHH. 

Pe3yjiBTaTBi npHBeflem>i b Ta6jran,e: 

BbiacHBaeMOCTB MBimefi b pa3JiHHHBie cpoKH nocjie HH^rampoBaHHa: 





1 fleHB 


3 aeHB 


5 ,n;eHB 


7 fleHB 


Tpynna 3 


100% 


100% 


100% 


100% 


Tpynna 4 


100% 


100% 


100% 


100% 


Tpynna 5 


100% 


80% 


50% 


50% 



MeHBine, Ht l M b rpynne 3. 3to CBHfleTejiBCTByeT o tom, hto npn paBHofi 

3amHTHOH 34>4>eKTHBHOCTH flOpHa3BI-ajIB(|>a H aM(|>OTepHHHHa B, nOCJieflHHH 

npoHBJiaji 6oxibuiyio tokchhhoctb. 

TaKHIjl 06pa30M, BHeKJieTOHHEtfl ^HK KpOBH HH<i>HUHpOBaHHBIX 

jkhbothbix 0Ka3biBaeT HeraraBHoe BJiHHHHe Ha TenekHe HH(beKimoHHoro 
npouecca, a ee pa3pymeHHe corjiacHo 3aaBJi5ieMOMy MeToay OKa3BiBaeT 
JieHe6HBiH 3(|Kj)eKT npn 6 aKTepHajiBHOH h rpH6KOBofi HH^eianiH. 

TlpHMep 2. JleHemie reHepanH30BaHHOH 6aKTepHajiLHofi HH$eKnjHH 
(cencHca). j 

38-JieTHHfi My^cHHHa 6biji flocraBJieH Ha TepaneBTHHecKoe OTflejieHHe b 
THJKenoM coctohhhh. 3a 12 aHefi ao rocnHTajra3ainiH y 6ojn>Horo aM6yjiaTopHO 
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6bijio flHarHocrapoBaHo ocTpoe pecnnpaTopHoe 3a6cmeBaHHe. 3a 5 weft no 
rocnHTajiH3aijHH b cbhsh c cy6(|)e6pHJiBHOH TeMnepaTypofl, HaJiHHHeM 
Btipa^eHHOH acTeHHH h 6ojiei* b npaBofi nojiOBHHe rpy^Hoii kjictkh 6oJibHOMy 
6biji ycTaHOBJieH aHarao3 imeBMomra. Bojibhomy 6bijih nponncaHBi hhmkph 
iie<t>a30JiHHa h nepopajiBHtiH npHeM poKCHTpoMHUHHa, oflHaico ynynuieHHa He 
HacTynHJio, h 3a 2 ppa. flo rocnHTajra3amm y Hero pa3BHJiacB jiHxopa^Ka (39,5- 
40°C), ToiimoTa, pBOTa, nwiOBHaa 6ojib. B nocjiejiHHH nepea rociiHTajiHsaijHeH 
fleHB npncoeflHHHJiHCB MHo^cecTBeHHBie reMopparHHecKHe BBicBinaHHa Ha 
Koace, 6ojie 3 HeHHOCTB b MBiumax, acejiryxa h ^Hapea. IIpH nocTynjieHHH - 
TeMnepaTypa 38,3, flaBJieroie 100 H a 60, TaxmcapaHH ao 120 b MHHyry, 
MeHHHraajiBHBie chmhtombi OTpimaTejiBHBie, kohchhocth xojio«m,ie h 
UHaHOTHHHBie. Koara JKejiTyuiHaa. TeMopparaHecKHe BBicBinaHHH Ha 
BHyxpeHHHx noBepxHOCTflx py K h Hor. JlaooparopHO - yMepeHHBm JieHKOUHTOs 

CO CflBHrOM 4)0 P MyjIBI (18% IOHBIX 4>0 P M), TOKCHHeCKaH SepHHCTOCTb 

HegTpo(|>HJioB, noBBiineHHe npaMoro 6njrapy6HHa, ACT h AJIT. Ilpn 
yjiBTpasByKOBOM HccjieflOBaHHH neneHH - MHo^ecTBeHHBie MejiKHe 
ranoaxoreHHLie onara. BojiBHOMy 6biji noc T aBJieH w&thoz cencHca. Ebiji 
ocymecTBJieH noceB k P obh. Eojibhoh nojiynaji napeHTepajiBHo KOM6HHau,Hio 
reHTaMHHHH\AMnH^JuiHH\MeTpoHima30Ji, renapHH, BasoflHJiHTa-ropBi. 
HecMOTpa Ha npoBOflHMyio aHTHMHKpoSHyio nojiHXHMHOTepanroo, ceaHCBi 
reMocop6uHH h TpaHc^ysHH aoHopcKofi njiasMBi cocTOHHHe 6ojiBHoro 
npofloji^ajio yxyauiaTBCfl. PasBHnca octdbih pecnHpaxopHBiH ancxpecc- 
chhapom. Mepes 2 cyxoK nocjie nocxyiuieHiw 6ojibhoh 6biji nepeBe^eH b 
peaHHMaHHOHHoe oTflejieHHe h noflKJnoneH k annapaTy HCKyccxBeHHOH 
BeHTHJiaHHH nerKHx. Hs k P obh 6onBHoro 6biji BBicera S . pneumoniae, b cbash 
c neM 6ojiBHOMy 6bijih Ha3HaneHBi HH(|>y3HH BaHKOMHqHHa. B xenemie 
nocjieAyiomHx 48 nacoB, HecMoxpa H a BBefleHHe BaHKOMHuiraa cocxoamie 
6ojiBHoro yxyAHiHJiocB, HapocnH snmemui nojinopraHHOH HeflocxaxoHHocxn. C 

COrJiaCHfl pOACTBeHHHKOB 60JIBH0r0 6BDIH HaHaTBI BHyTpHBeHHBie HH$y3HH 
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6i,iHbeH naHKpearaHecKoii ,ZlHKa3Bi b ao3e 800 Mr/cyTKH (1 600 000 EIJ 
KyHua) b BH^e hoctohhhoh npofloiraaioiHeHCJi HH(|>y3HH. Hepe3 12 nacoB 
nocjie Hanana BH^y3HH iiohbhjihcb npioHaKH CTa6miH3aiiHH coc-roami* 

» 

SontHoro. noaBHJiHCB npn3HaKH yjiynnieHHH nepn^epuMecKOH impicyjramiH 
KpoBH, yjij'HuiHJiHCB noKa3aTejiH CHCTeMHofi reMOOTHaMHKH, Hanajioci, 
MOHeo6pa30BaHHe. B TeneHHe nocjieayiomHx 5 flHew Ha 4>oHe 
npoflojraaroiHHxcs HH^ysHH flHKasBi Jia6opaTopHBie noKasarejiH 6cwiBHoro 
npH6jiH3HJiHCL k HopMe, nojiHocTBio BOCCTaHOBHJiacB reMOflraiaMHKa, <i>yHKmiH 
noneK h 6ojibhoh 6biji nepeBeaeH Ha caMOCTOjrrejiBHoe flBixaHHe. 

TaKHM o6pa30M, npHMeHeHHe ,HHKa3Bi corjiacHO 3aaBJiaeMOMy cnoco6y 
OKa3Bffiaer JieHe6HBm 3$$eKT npa chctcmhom 6aKTepHajn>HOM nopa>KeHHH. 

IIpHMep 3. JleneHHe H.epe6panBHOH ManapHH. 

40 MBiineH C57B1 nojiyHHjra BHyrpHo'pioniHHHyio hhbckhjhio 

3PHTPOHHTOB, nOJiyHeHHBIX OT MBIHieH JIHHHH BALB/C, HH(|>HHHpOBaHHBIX P. 

Bergehi (10 6 spHxpouHTOB Ha mbihib). 

Tpynna 1 (10 MBmieii) - HaHHHaa c 24 nacoB nocjie HH<t>HHHpoBaHHs 
MBimaM BBOflHJiH peKOM6HHaHTHyio flopHasy-ajiB^a (Genetech) b aose 500 
MKr/xr neTBipe pa3a b fleHB BHyTpHMBmieHHo Ha npoTaxtceHHH 3 flHefi. 

Tpynna 2 : (10 MBiniefi) - nojrynajiH HHBeioiHH <|>oc<|>aTHoro 6y$epa. 

Tpynna 3 (10 MBimefi) - HaHHHaa c 24 nacoB nocjie HH^HHHpoBaHHJi 
MBimaM BBoziHJiH peKOM6HHaHTHyio AopHasy-ajiB^a (Genetech) b aose 500 
MKr/Kr neTBipe pasa b fleHB BHyrpHMBiuieHHO Ha npoTJiJKeHHH 3 AHeii. Ha 

CJieAyiomHH fleHB MBIHiaM BBeJIH BHyipHBeHHO BHeKJieTOHHyiO £HK KpOBH 

(0,1 MKr Ha mbihib), nojiyneHHyio ot MBiuieii C57B1 Ha 5-h aeHB HHcjpeKUHH P. 
Bergehi. 

Tpynna 4 (10 MBiniefi) - HaHHHaa c 24 nacoB nocjie HH<|)HUHpoBaHHJi 
MBimaM BBOflHJiH peKOM6HHaHTHyio ^opHa3y-ajiB4>a (Genetech) b aose 500 
MKr/Kr neTBipe pa3a b aeHB BHyTpHMBimeHHo Ha npoTJDKemiH 3 flHeH. Ha 
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cjieayiomHH Rent, MtrniaM BBejiH BHyrpHBeHHO BHeiaieTOHHyio ^HK kpobh 
(0,1 MKr Ha MLiuib), nojiyneHHyio ot HHTaiamix Mbiinen C57B1. 



OiteroiBajiH Bbi>KHBaeM0CTB Mbimefi b oiibithoh h kohtpojibhoh rpynnax 
nepe3 7 AHea nocne HH<j)Hn,HpoBaHHJi. Pe3yjiBTaTW 3KcnepnMeHTa npuBeaeHBi b 
Ta6jiHite. 





Tpynna 1 


Tpynna 2 


Tpynna 3 


Tpynna 4 


Bti»CHBaeMOCTi> % 


90 


10 


50 


80 


laKHM o6pa30M, BHeKJieroHHaa JJ) 


HDK KpOBH 


5KHBOTHMX 



HH<|)HmipoBaHHi,ix MajMpHeH, oicasBiBaeT HeraraBHoe BJiHHHHe Ha TeneHne 
HH4>eKnnoHHoro npouecca, a ee paspyineirae coraacHO aajmjieHHOMy 
H3o6peTeHmo oica3BiBaeT JieneSHBiH 3$$eKT npn napa3HTapHofi HH^eicnHH. 

TIpHMep 4. Bjinairae Tepamra ,HHKa30H Ha 2KH3Hecnoco6HocTB 6era- 
KJiexoK no^cejiyflOHHofi acejie3Bi h SHflOTejraa aopTBi. 

Hcnojn>30Bann peKOM6HHaHTHyio HejioBenecKyio fftfKzsy I (Genetech). 

BeTa-KJieTKH 3m6phoheuibhoh noflaeejiyaoHHOH acejiesBi nejioBeica h 
SHAOTejiHajibHBie kjictkh aopTBi nejiOBeKa HcnojiB30Bajin ana (|>opMHpoBaHHH 
nepBHHHon KJiexoHHOH KyjiBTypw. Hepes 24 naca nocjie naccaaca b orhok 

3KCne P HMeHTaJIBH0H CepHH B KJieTOHHBie KyjIBTypBI flo6aBJI*JIH BHeKJieTOHHyiO 

^HK, BLwejieHHyio H3 njiasMbi 6ojiBHoro Taace'jiofi 4»o P moh flHa6e T a 2 rana h 
CHCxeMHBiM arepocKJieposoM (0,0025 mkt /JHK Ha 1 mji KyjiBTypajiBHofi cpe^Bi) 
a b Apyroa 3KcnepHMe H TajiBHOH cepnn JJtfK Toro ace 6ojiBHoro nepej 
BBeAeHneM b KyjiBTypy noflBeprarai o6pa6oTKe flHKasou (Imkt/mji; 37C; 
30 MHHyr). Hepes 24 naca oneHHBajra coaepariunie >KH3Hecnoco6HBix KJieTOK 
no BKJiioHeHHK) KpacHTejw TpnnaHOBoro CHHero. 

P e3y ji BTaTBi 3KcnepnMeHTa npHBeaeHBi b Ta6jrane: 

TIponeHTHoe coflepjKaHHe »H3Hecnoco6Htix KJieTOK nepe3 48 nacoB 
nocjie naccnpoBaHHH. 



KjieTKH 


KOHTpOJIB 


ffKK 6ojii>Horo 


flHK 6ojiBHoro s 

o6pa6oTaHHaa 

AHKa30H 


B-KJieTKH 


73% 


43% 


61% 


3HflOTeJlHH 


62% 


35% 


55% 



TaKHM o6pa30M, BHeicieTOHHaa ffBK KpoBH GojitHoro -rcDKejiBiM 
OTa6eTOM II rana h aTepocioiep030M OKa3BraaeT HeraraBHoe B03,aeHCTBHe KaK 
Ha 3flopoBtie B-KJieTKH nofl)KejiyflOHHOH acejie3Bi, Tan h Ha 3^opoBBie 
3HflOTen.Hajii.HBie kjictkh. Pa3pyuieHHe BHeKJieTOHHofi ^HK KpoBH SojiBHoro 
4>epMeHTOM ^HKa30H npenaTCTByeT 3T0My coraacHO 3aaBJiHeMOMy cnoco6y. 



IIpHMep 5. JleneHHe aTepocioiepo3a. 

MyacHHHa 54 JieT nocTymui b KJiHHHKy b raacejioM coctohhhh c 
acajio6aMH Ha cmiBHBie 6ojih b o6jiacra acHBOTa, flHapeio, HHTeHCHBHBie 6ojih b 
Horax npn xo«B6e, noTepio Beca. 12 JieT Hasa* y 6ojiBHoro 6biji bbisbjich 
caxapHBiH ,aHa6eT 2 rana h Ha3HaneH npneivi rjni6eHKJiaMHfla. 15 MecaueB 
Ha3a« BnepBBie noHBHJiHCB snHracTpajiBH&ie 6ojih, B03HHKaiomHe nocjie 
npneivia nHiuH. BoiiBHOMy 6biji Ha3HaneH npneM aHTaimflHBix cpeflCTB, oflHaKo 
6ojih ycHJiHBajiHCB, b nocjieflHHe 3 Mecana npHcoeflHHHJiacB oSnjiBHaa 
CTeaTopea. B nocjie^HHe ahh nepefl rocnHTajrasanHeH pa3BHJiae& aHopeiccmi 
BcneflCTBHe HHTeHCHBHoro 6ojie B oro CHHApoMa. npn o6cjieflOBaHHH BBWBJieHO 
SHaHHTejiBHoe HCTomeHHe ( B ec Tejia - 44 Kr npn nocTynjieHHH; cHHacemie Ha 
28 Kr sa nocJieflHHe 5 MecjiqeB), oTcy tctbh e nyjiBcamra apTepHH Hor. npH 
4>H6poracTpoflyofleriocKonHH h kojiohockohhh He bbihbjicho dpraHHHecKHx 
H3MeHeHHiL 3KT - b HopMe. B KpoBH - yMepeHHoe noBBimeHHe xonecTepHHa h 

<J>paKHHH JIHnonpOTeHflOB HH3KOH nJIOTHOCTH, rJIHK03HJIHpOBaHHB!H 

reMorjioSHH -11%. npn aopTorpa^HH BBMBJieHa nacraHHaa okkjhosh* aopTBi 
HH5Ke noneHHBix apTjepHfi (70 %), nacraHHaa okkjhoshh noflB3floiUHBix apTepHH 
(90%), nojiHaa okkjikwh* BepxHeii h hhmchch Me3aHTepHajiBHBix apTepHH. B 
CB33H c HeB03M03KHOCTBK) XHpyprciHecKoro JieHeHHH 6bijio npHHJiTo pemeHHe o 



KOHcepBaTHBHOM jieneHHH. Eojibhoh 6biji nepeBe^eH Ha hhtchchbhos 
napeHTepantHoe mrraHHe. Btma Ha3HaHeHa HHcyjiHHOTepanHH. IIpoBOAHjiacb 
aHTHarperaHTHaa Tepanna. C coraacHH SojiBHoro 6bijih HanaTsi BHyTpHBeHHBie 
HH(^y3HH 6biHi>eH naHKpeaTHHecKOH Ae30KCHpH6oHyioiea3Bi b A03e 
800 Mr/cyTKH (1 600 000 Eft KyHua) b BHAe 4 AByxnacoBBix HH^>y3nfl 
eaceAHeBHo. Ha 7 Aem> nocne Hanajia TepanHH 6ojibhoh Hawaii npHHHMaTB 
AHeTHHecKyio nnmy. Bojicboh chhapom He bo3o6hobjihjic3. K 20 ahk> 6ojibhoh 
nojiynaji ncwiHoueHHoe SHTepanBHoe nHTaHHe. CaMonyBCTBHe 3HaHHTejiBHO 
yjiyHimuiocB, Hanajica npHpocT MaccBi Tejia. Ha 45 achb b cbs3h c 
noAroTOBKofi 6a>n>Horo k onepaTHBHOMy jieneHHio 6tiJia npoBeAeHa noBTopHaa 
aHraorpa^Ha. BBunuieHO crnDKemie CTeneHH okkjik>3hh aopTBi h noAB3AOHiHBix 
apTepHfi Ha 20% h 30% cooTBeTCTBeHHO, nosBJieHHe KpoBOTOKa b BepxHen h 

HH3KHefi Me3aHTepHaJIBHBIX apTepHHX (OKKJH03HH 80%). 

06pa3Hw BHeicjieTOHHOH .HHK AaHHoro 6ojn>Horo KJioHHpoBaHti 
c Hcnojib30BaHHeM MeTOAa, no3BOJiflK>m,ero KOHCTpynpoBaTB 

HeaMUjlH^HHHpOBaHHbie HJia3MHAHBie 6H6jIHOTeKH BHeKJieTOHHOH JJtfK KpOBH 
C npeflCTaBHTejIBHOCTBK) AO MHJIJIHOHa KJIOHOB CO cpeAHHM pa3MepoM B 

300-500 nap ocHOBaHHH. 

BBiAeneHHaH no paHee onncaHHOMy npoTOKOJiy JHJ3K 6bma noABeprayTa 
AonoJiHHTejiBHoii TmaTejiBHOH AenpoTeHHH3anHH c npHMeHeHHeM npoTeHHa3bi 
K (Sigma) npn 65°C Ana yAaneHH* npoHHo CBjreaHHBix 6ejiKOB. Ilocjie 
AenpoTeHHH3anHH h OAHOKparaoH o6pa6oTKH $eHOJi-xjiopo<t)opMOM np 65°C, 
,HHK ocaacAajiH 2,5 o6i>eM&MH 3-TaHOJia b TeneHHe hohh. 3aTeM RHK jih6o 
o6pa6aTbmajiH pecTpHKTa30H EcoRl b TeneHHe 3 nacoB, jih6o Pfu nojiHMepa30H 
(Stratagene) b npHcyTCTBHH 300 mkM Bcex Ae3OKCHHyKJieoTHATpH<i>oc<i>aT0B 
AJia yAaueHHa jramcHX kohhob. AocTpoeHHyio jqjr <J>oc<i>opHJiHpoBajiH 
nonHHyKJieoTHAKHHa30H T4 (30U, 2 h.). nojiyneHHbie npenapaTBi jiHrapoBanH 
b njia3MHAy pBluescript (Stratagene), nepeBapeHHyio EcoRI hjih PvuII 

COOTBeTCTBeHHO, H Ae^OC(|>OpHI[HpOBaHHyK) ineJIOHHOH 4>OC(|>aTa30H CIP 
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(Fermentas) b TeneHHe 1 naca. Rim JiHrapoBaHHs o6bihho HcnojiBsoBajiH 1 Mtcr 
Bexropa h 0,1-0,5 mkf cbibo P otohhoh flHK. JlHraposaHHe npoBozuuH 
n P H noMomn Rapid Ligation Kit (Roche) 10 nacoB npn 16°C. 06mm 
Jinra3HOH cMecH cocTaBJWJi 50 mkji. JtapoBaHHyio 6H&moieqr 
TpaHC^)opMHpoBann b KJiexKH DH12S (Life Technologies) c npHMeneHneM 
aJienrponopaTopa E. Coli porator (BioRad). fljia TpancfcopMauHH oahoh 
6H6jino T eKH HcnojitsoBajiH 12-20 aJieKTponopauHOHHBix KiOBer. 4na KOHTpo.ia 
na HaimcH c 1,5% arapoM h cpeaofi LB, coaepacameH IOOmkf/mji 
aMnHmiJiJiHHa, BticeBajiH pasBefleHH* 6ii6jiHOTeKH 10 -4 , 10' 5 h 10 -6 . B o6onx 
cjiynaax npeflcTaBHTejiBHocTB 6H6jiHO T eKH cocraBJiajia npHMepHO 2-3* 10 6 

KJIOHOB. 

AHajiHa cnyqaiiHO BBi6paHHBix 75 kjiohob c wnraoft ot 300 «o 1000 nap 
ocHOBamra H3 GhSjihotckh, nojiyneHHOH hs BHeKJiexoHHOH J$W. KpoBH 
6ojiBHoro ao Hawa jieneHHH nonasan, hto 56 hs 75 kjiohob npescTasjDnoT 
co6oh yHHKajiBHBie nocjieaoBaTejiBHocra AHK HenoBeica. Hs 56 4>pameHTOB 
yHHKajiBHofi Z(HEC, *y H KHH5i hjih npoayirr cooTBeTCTByiomero rena 
c noMomBK) HumanGeneBank 6buih HflenTH^HpoBaHBi w 
1 1 nocneflOBaTejiBHOCTeft: 



Gene or corresponding 
protein product 


Reported role m Atherosclerosis and Diabetes 


neutral endopeptidase 


AKTHBHOCTB nOBBIHieHa B 3HflOTeJIHaJIBHBIX 
KJieTKaX, rjiaflKOMBIUieHHBIX H CTpOMajIBHBlX 

KJiencax hhthmbi apTepng npn aTepocKJiepo3e, 

nOflaBJieHHe aKTHBHOCTH MOJKeT CHH5KaTB 

HaKonjieHHe JiHnHflOB b CTeHKe cocyaa. 


muskelin 1 


^BjiaeTca MeflHaropoM KJieTOHHoro OTBeTa Ha 
TpoM6ocnoH«HH 1. TpOM6ocnOHAHH 1 -r 
onocpeayeMBie npou,eccBi hbjmiotch ' 

npH3HaHHBIM naTO(|)H3HOJIOrHHeCKHM 
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KOMnoHeHTOM pa3BHTHa aTepocioiepoTHHecKoro 
nopa»eHHH apTepnajiBHofi CTeHKH. 


Ni-kappaB 


Akthbhoctb noBtiineHa b KJieTKax 
apTepnajiBHOH ctchkh npn raneprjiHKeMHH h 
aTepocicjiepo3e. 


Transient receptor potential 
cation channel 




Phospholipase C, epsilon 


HH^ynHpyeT SKcnpeccrao penienropa 
JinnonpoTenHOB hh3koh njioTHocra 


CRTL1: cartilage linking 
protein 1 




17kD fetal brain protein 




nicotinamide nucleotide 
transhydrogenase 




BAI3: brain-specific 
angiogenesis inhibitor 




GAD2: glutamate 
decarboxylase 2 


OflHH H3 ochobhbix ayToairrareHOB npn OTa6eTe 
1 Traia 


E-selectin 


Bbicokhh ypoBeHB siccnpeccHH SBJiseTcn 
4>aicropoM pncKa pa3BHTHa aHraonaTHH npn 
,zma6eTe 2 rana 



H3 BHeKJiexoHHOH £HK KpoBH Gojibhofo nepes 21 fl e H B nocne nanaiia jieneHH* 
noKasan, hto 6ojiee 90% bbwbjichhbix nocjie A oBa T ejiBHocTeH kjiohob 
npeacTaBJiaiOT co6oii KopoTKHe 4>parMe H TBi noBxopmoineiica ^HK reHOMa 
nejioBeKa, b ochobhom ajiB^a-caxejuiHTHyio £HK. IlapajiJiejiBHO HaGmo^ajiHCB 
H3Me H eHHa 3Jie K Tpo(i>opeTHHecKoro npo^HJia BHeiaieTOHHOH flHK nuasMBi, 
BBiHBJiaeMBie nyjiBc-rejiB3JieKTpo^ope30M 
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TaKHM o6pa30M, npHMeHeHHe ,Z[HKa3Bi corjiacHo 3aaBJiaeMOMy cnoco6y 
0Ka3BiBaeT JieHe6Hbift a^eicr npn aTepocKJiepo3e. 
npwMep 6. JleneHHe caxapHoro ,zma6eTa. 

ELjioxoh MeTa6ojiHHecKHH kohtpojib flHa6eTa, BtipaacaiomHHCfl b 

BBICOKOM CO^ep^caHHH rJIHK03HJlHpOBaHHOrO reM0rjI06HHa B KpOBH H HH3Kas 

HyBCTBHTejiBHoc-rt k HHcyjiHHy, TpeSyiomaa BBeAeHHfl bbicokhx ao3 npenapaia 
hbjmiotch ochobhbimh $aKTopaMH, npeflpacncwiaraioiHHMH k pa3BHTrao 

OCJIOJKHeHHH, HHBaJIH,HH3aimH H CMepTH 60JIBHBIX. 

Bojibhoh 46 Jier CTpaaaeT aHa6eTOM 2 rana b TeneHHe 3 jieT. PaHee 
JienamHM BpanaM He yaajiocB flo6HTBca HopMoniHKeMHH c noMomBio 
opanBHBix aHTn,ziHa6eTHHecKnx cpe^cTB h 2 rofla H a3aa 6ojiBHOMy 6bdi 
Ha3HaneH peKOM6nHaHTHBiii HejioBenecKHH HHcyjiHH flJiHTenBHoro fleHCTBHH b 
«03e 0,3U/kt (21U) b cyTKH. OflHaico ypoBeHB rjiinco3HJiHpoBaHHoro 
reMorjio6HHa b kpobh npofloji^can ocTaBaTBca bbicokhm (6ojiee 10%), 
HapacTajiH npoaBneHiw flHa6eTHHecKOH aHraonaraH c nojiKHeHponaraeH h 
ocjiaGjieraieM 3peHHH. 3a 2 ro^a cyTOHHaa noTpe6HOCTB b HHcyjiHHe BBipocjia 
no 1,2 U/kt (84U) b cyTKH. BojiBHOMy 6bijih nponncaHBi BHyTpHMBimeHHBie 
HHBeKmm 6tiHteH naHKpeaTHHecKOH ,ZJHKa3Bi b ao3e 200 Mr b cyTKH (flBe 
HHBeKHHH b cy™) Ha npoTaaceHHH 4-x MecaueB. K kohit/ Kypca JieHeraw 
caMonyBCTBHe Go.iBHoro 3HaHHTejiBHo yjiynurajiocB, chhshjtocb coflep^aHHe 
rjiHKosHJiHpoBaHHoro re M orjio6HHa b k P obh, yaajiocB b 2 pasa chhshts 
cyTOHHyio AQ3y HHcyjiHHa. 



3<i><i>eKT jie^eHHa ^HKa3ofi Ha MeTa6ojiHHecKHe noKa3aTejiH nauneHTa 





Jlp Havana 
JieneHHH 


^epea 3 Mecana 


Hepea 4 
Mecflua 


rJIHK03HJIHpOBaHHHH 

reMorjio6HH (%) 


13,2 


10,1 


7,2 


nOTpe6HOCTI> B HHCyjIHHe 

U/icr MaccLi Tejia 


1,2 


0,9 


0,6 


KoJIHHeCTBO 
BHeKJieTOHHOH ffHK 
nJia3MM KpOBH (%). 


100 


85 


70 



KoJIHHeCTBO BHeKJieTOHHOH JJ^SK HJiaSMH KpOBH OIieHHBaJIH, 

ocymecTBJMH aeHCHTOMeTpmo aneierpofcoperpaMM. 3a 100% npHHHMa.ui 
coaepacaHHe BHeioieTOHHOH flfiK njia3MBi no Hanajia JieneHH*. 

TaKHM oGpasoM, npHMeHeHHe £HKa3Bi npH flHa6e T e oxasBiBaeT 
JieHe6HtiH 3(J>4)eKT cornacHo 3aaBJiaeMOMy cnoco6y. 

IlpHMep 7. IIOflaBJieHHe aKTHBau;HH JIHM(|)OHHTOB. 

20 MBiuiefi C57B1 HMMyHH3HpoBajiH cycneHSHefi Mycobacterium 
Smegmatis (IOOmkt aHTHreHa b 50 mkji anioMHHHeBBix KBacu.o B ) no,mco5KHO b 
no^ymeHKy nana. Hepes 4 He/jejiH MBinieH 3a6HBajiH h bswhwhh cnneHoimra. 

CnJieHOUHTBI CeHCH6HJra3HpOBaHHBIX H HHTaKTHBK MBIHieH KyjIBTHBHpOBaJIH B 

nanncax rierpH b cycneH3HOHHOH KyjiBxype (2,5 x 10 6 Knexoic/MJi) b cpeae 
RPMI 1640 c 2mM rjnoTaMHHa, a HT H6HOTHKaMH h 10 SMopHOHajiBHofi 
TejiHHBeH cbibopotkh b npHcyxcTBHH aHTHreHa Mycobacterium Smegmatis 
(5MKr\MJi) b TeneHHe 24 nacoB b aTMoc^epe 5% C02 iron 37°C. ^jw 
onpe^ejieHHa creneHH aKTHBaHHH chjichohhtob noa bjihahhcm aHTHreHa 3 a 

6 HaCOB AO OKOHHaHHH CpOKa KyjIBTHBHpOBaHHH B Cpefly A06aBJMJIH [3H] 
THMHflHH flO (J)HHajIBHOH KOHH.eHTpaH.HH 0,lmCi/MJI. IloCJie OKOHHaHHH C P OKa 
KyjIBTHBaHHH KJieTKH OTMBIBaJIH, paCTBOpflJIH B 4>0 P MaMH fl e H H3MepflJIH 
paflHOaKTHBHOCTB. | 

Cepna 1 (5 namex). CmieHOHHTBi ceHCH6HJiH3HpoBaHHBix MBiuieH. 
CepiM 2 (5HameK). Chjichohhtbi ceHCH6HJiH3H P oBaHHBix MBinieii. B 
cpe^y floSaBJiHJiH pe K OM6HHaHTHyio aopHasy-ajiB^a (Genetech) b 

KOHHeHTpaUHH 1 MKr/MJI. I 

Cepua 3 (5 Hanieic). CnjieHOHHTBi HHTaKTHbix MBiuieft. 

Cepna 4 (5 nanieK). Chjichohhtbi HHTaKTHBix MBimefi. B cpe^y 
flo6aBJiajiH BHeKJieTOHHyio JS&K k P obh, BBmejiemryK) H3 k P obh 
ceHCH6HJiH3HpoBa H HBix MBiuieg nepes 2 naca nocjie noBxopHoro no^Ko^Horo 
BBeAeHHA aHTHreHa Mycobacterium Smegmatis b aose 200 Mxr. PtfK 
flo6aBJiajra b KOJiHnecTBe 0,05 mkt/mji. 
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CepHH 5 (SnameK). CnjieHouHTw hhtekthbix MBiiueH. B cpeay 

fl06aBJIHJIH BHeKJieTOHHyiO #HK KpOBH, BBWeneHHyiO H3 KpOBH HHTaKTHblX 

MBiniefi nepe3 2 naca nocjie noBTopHoro noAKcoKHoro BBeaeHHa aHTHreHa 
Mycobacterium Smegmatis b aose 200 mkt. £HK Ao6aBJiHJiH b KOJinnecTBe 0,05 

MKr/MJI. 

Cepna 6 (5 nauieK). CnjieHouHTti HHTaKTHSix MbimeH, 
KyjiBTHBHpoBaBiiiHeca 6e3 flo6aBJieHHfl aHTHreHa. 

Pe3yntTaTBi 3KcnepHMeHTa npeacTaBJieHbi Ha AHarpaMMe. fU Of 

TaKHM o6pa30M, BHeKJieTOHHaa njia3M&i KpOBH ycHJiHBaeT 

cne^^HHecKyio aKTHBarrmo jihm^ohhtob nofl bjihahhcm aH-rareHHOH 
CTHMyjMHHH, a npHMeHeHHe ^HKa3Bi npHBOflHT k noaaBJiemiio aHTHreHHofi 
aKTHBaHHH jihm^ohhtob coraacHO 3aaBJiaeMOMy cnoco6y. 

IIpHMep 8. JleneHHe ajuiepniH, CBjrsaHHOH c peaianieH 
rHnepqyBCTBHTejibHOCTH 3aMefljieHHoro rana. 

MyacHHHa 23 JieT nocTyrmji b KJiHHHKy b TaacejioM coc-roamm. HeTbipe 
roaa Ha3aa, b 1999 rojry y Hero 6biji AHarHocimpc-BaH xpc-HHHecKHH 
MHejiojiegK03. IIaiH4eHT paHee nc-jryqan Teparmio npenapaTaMH 
raApoKCHMOHeBHHLi h ajib(|>a-HHTep<|>epoHa. BbiCTpoe nporpeccnpoBaHHe 
6ojie3HH noTpe6oBajio npc-BeaeHHa npoHeaypbi TpaHcnnaHTaiiHH KocTHoro 
MQ3ra. Bbuia npoBe^eHa TpaHcnnaHTaHHa KocTHoro M03ra ot HLA - 
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coBMecTHMoro, ho ABO HecoBMecraMoro aoHopa c tot3jibhi>im o6jiy4eHHeM h 
BBeaeHHeM UHKJio4>oc$aHa. JSpx npo$HJiaKTHKH PUIX 6ojibhoh nojiynan 
MeTOTpeKcaT. 

Ha 9 jeHb pa3BHJiacB BbipaH<eHHaa peaiemw PTEK c reHepann30BaHHOH 
ctrntK) h ^mapeefi. B TeneHHe 9 AHefi 6ojibhoh nojiynmi nyjiBC-Tepanico 

MeTHJinpeAHH3OJI0HOM H aHTHJIHM<£>OHJHTapHBIM rJIo6yjIHHOM. CoCTOHHHe 

6ojiBHoro yjiywHJiocB. K 30-My amo <|>yHKUHJi . Kocraoro Mosra 
BOCCTaHOBHJiaCB h 6ojibhoh 6biji BBinncaH. 

x iepe3 uea&mo 6ojibhoh bhobb nocTynun b KJiHHHKy c JieHKoneHHefi 

(jieHKOUHTBI 0,9*10 9) , H3BH3BJieHHflMH B nOJIOCTH pTa H JIHXOpaAKOH. 

AcirapanHOHHas 6hoiichji Kocraoro M03ra BBiHBHJia ranonjiasmo h 
303hho4>hjihio. BBUia Ha3HaneHa Tepanaa A3araonpHHOM h JlefiKOMaiccoM, ho 
nepes 6 flHefi bhobb pa3BHJiacb JieHKonemw (jichkoi^htbi 0,7* 10 9) . AsaraonpHH 
6biji oTMeHeH h 6BiJia npoBefleHa noBTopHaa nyjiBc-Tepaniw 
MeTHJinpeamraojioHOM B coHeTaHHH c JiefiKOMaKcoM. JInxopaflKa, JieHKoneHHa 
h H3BH3BJieHHfl b hojiocth pTa ocTaBajiHCB. BcKope nocne pKOHHaHH* Teparam 
y 6ojiBHoro pa3BHJiHCB 3nH30flBi BHyrpHcocyOTCToro reMOJiH3a, Ha (|)OHe 
nporpeccHpoBaHHH kotopbix npoAOJiacHJiocB nafleraie ypoBHH JiefiKOUHTOB h 

TpOM60HHTOB. Bo.lBHOMy 6BIJIH H33HaHeHBI BHyTpHBeHHBie HH(|)y3HH 6BIHBCH 

naHKpeaTHHecKOH ne30KCHpH6oHyKJiea3Bi b fl03e 400 Mr/cyTKH (800 000 E^ 
KyHua) b BHae 6 onHonacoBBix HH$y3HH eaeeflHeBHo b TeneHHe 2 HeaejiB. IIpH 

3TOM ypOBeHB JJtfK THAponHTHHeCKOH aKTHBHO CTH, H3Mep*eMBIH B HJiaSMe 

KpoBH, npeBticHJi 180 Efl KyHca H a jnrrp roiasMBi b Tenemie 6ojiee 12 nacoB. 
HaHHHaa c 5 ^ cocroaHHe 6ojiBHoro crrajio yjiyHiuaTbca. Coflep^caHHe 
JieilKOHHTOB Bospocjio k 7 muo ao 1,7 *10 9 , a k 15 ahio cocTaBHJio 2,4*10 9 5 
Hcne3JiH npH3HaKH reMOJiH3a, HopMajiH30BanacB TeMnepaTypa h npoH3omjia 
caHaanji A3B b nonocTH pTa. HopMajiH30BanocB coAepxcaHHe reMorjio6HHa h 

SpHTpOHHTOB. naimeHT 6BIJI BBinHCaH B y^OBJieTBOpHTejIBHOM COCTOHHHH. IlpH 

KompojiBHOM BH3HTe ro cnnTajiH3au,HH nepe3 Mecmx $opMyjia KpoBH b nopHAKe. 
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TaKHM o6pa30M } npHMeHeHHe JJfiKsau cornacHO 3aaBJiaeM0My cnocooy 
0Ka3BiBaeT JieHe6Hbifi a^^eicr npH ajiJiepnraecKHx 3a6oneBaHiwx, cB*3aHHbix c 
ranepHyBCTBHTejibHOCTtio 3aMejo,jieHHoro Trnia. 

IlpHMep 9. rioflaBJieirae pacnpocTpaHeHHH MyTaHraoro reHa. 

Pflfl 3a6ojieBaHHH nejioBeica B03HHKaioT BCJie^cTBHe pa3BHTna coctohhiui 
coMaraHecKoro M03aHH,H3Ma - SKcnaHCHH MyTaHTHoro reHa b nonyjiamoi 
coMaraHecKHx KJieTOK ' (Youssoufian H, Pyeritz RE. Mechanisms and 
Consequences of Somatic Mosaicism in Humans. Nature Reviews Genetics 
2002;3:748-758.) 

B'KanecTBe Modern* pa3BHTHH coMa-raHecicoro M03aHH,H3Ma Stnia H3yneHa 
nacTOTa MyTainra reHa HPRT b T-nHM<J>ou,HTax kpobh. HejioBenecKHH HPRT 
reH (XpoMocoMa Xq26) KOflHpyer KOHCTHTyTHBHO SKcnpeccHpyeMbifi, ho He 

SCCeHHHaJIbHWH (J)epMeHT, BOBJieHeHHblH MeTa6oJIH3M IiypHHOBblX OCHOBaHHH. 

KjioHHpOBaHHe npoBOAHJiH no Merozmice, onncaHHOH Bigbee W (Bigbee W. Et 
al., Mutation Res.,1998,v.397,pp.l 19-136). KjioHHpoBaHHio noflBeprajiHCb 
HHM4)OHHTbi nepH4>epKraecKOH kpobh 8 SojibHbix, nojiynaBuiKX Kypc 3-x 
He^ejibHOH HMMyHocTHMyjinpyiomeH Tepamm npenaparoM HeoBHp nocjie 
XHpyprHHecKoro y^ajieHHH onyxojiH. Hs 8 6ojibHbix 4 naimewra 
^onojiH^TejibHO nojiynajiH xepamno HejioBenecKofi peKOMOHHaHTHoii 
ZIHKasoH I (Genetech) (200 MKr/Kr BHyrpHBeHHO, 4 pasa b cy T KH b Tenemie 3 
He^ejib). HacTOTa BCTpenaeMocra HPRT-^e^HHHTHbix kjiohob b k P obh 
6ojibHbix, nojiynaBuiMx xepannio ,0HKa3OH I, b cpezmeM 6bina b 3 pasa HHace 

TaKOBOsI B KpOBH 6oJIbHbIX, nOJT/HaBUIHX TOJIbKO HMMyHOCTHMyjIHpyiOmyiO 

Tepanmo. flo6aBJie H He BHeiuieTOHHOH ffHK k P obh 6 0 JibHbix, He nojiynaBiuHx 
AHKasy b KyjibTypajibHyio cpeay npH KJiOHHpoBaHHH T - jihm$ouhtob 
6ojibHbix, nojiynaBHiMx Tepannio ^HKason, noBbmiae T nacroTy 

BCTpenaeMocTH HPRT-Ae^HuiiTHbix kjiohob npn KJiOHHpoBaHHH nocjieflHHX. 



TaKHM o6pa30M, pa3pyineHHe BHeKJieToiHOH /JHK KpoBH 6ontHoro 
4>epMeHTOM ,IJHKa30H npeiwTCTByeT pa3BHTHK> coMaraMecKoro M03aHUH3wa 
cornacHO 3aaBjmeMOMy cnoco6y. 

npHMep 10. YHHHTOJKeHHe naTOreHHBIX CBOHCTB BHCKJieTOHHOH JXHK 

KpoBH pa3JiHHHtiMH cnoco6aMH pa3pyineHHH. 

Mbiihh C57B1 nojryHHJiH npuBHBKy BBicoKOMeTacTaTHnecKoro hjih 
HH3KOMeTacTaTHHecKoro urraMMa onyxojin LLC. Ha 9 #eH& nocjie nepeBHBKH 

3KHBOTHBIX yCBIILSMJIH H Co6HpaJIH CyMMapHyiO nJia3My KpOBH MBIUiefi. 

CyMMapHaa fypavnw BHeKJieTOHHofi ffHK KpoBH nocjie BLwejiemw 
xpaHHJiaci, npn -20°C b <|>oc4>aTHOM 6y$epe. 

B SKcnepHMeHTe ynacTBOBajio 7 rpynn MBnneft, npHBHTBix 

HH3KOMeTaCTaTHHeCKHM EITaMMOM LLC. 

Tpynna 1-6 MBiuiefi c npHBHTBiM HH3KOMeTacTaTHHecKHM nrraMMOM 

LLC. 

Tpynna 2-6 MBimefi c iiphbhtbim HH3KOMeTacTarHHecKHM uiTaMMOM 
LLC + BHyTpHBeHHoe AByKparaoe (Ha ceflBMOH h bocbmoh aeHB nocjie 
nepeBHBKH) BBeaemie cyMMapHog 4>paKiniH BHeKJieTOHHOH JlflK MBiineS c 
npHBHTBiM BBicoKOMeTacTaTHHecKHM uiTaMMOM (0,05 MKr flHK nepe^ 
BBe^eHHeM pacTBop*nHCB b 500 mkji CBe^efi renapHHH3HpoBaHOH kpobh). 

Tpynna 3-6 MBiiuen c npHBHTBiM HH3KOMeTacTaTHHecKHM uiTaMMOM 
LLC + BHyTpHBeHHoe AByKparaoe (Ha ce^BMOH h bocbmoh ^eHB nocne 
nepeBHBKH) BBeaeroie cyMMapHOH (J>paKHHH RHK MBmiefi c npHBHTBiM 
BBicoKOMeTacTaTHHecKHM uiTaMMOM (0,05 MKr EHK nepeA BBeaeHHeM 
pacTBopaiiH b 500 mkji CBe^eii niia3MBi). Ilepefl BBeaeHHeM o6pa3en ^HK 
noABepranH 4>otoxhmhh6ckoh ,ne3HH$eKH.HH (zio6aBJieHHe 1 mkM 
MeTHJieHOBoro cHHero c nocjie.zryioiu.HM o6jiyHeHHeM KpacHBiM cbctom b 
TeneHHe 10 MHHyT (-60 000 JIiokc). 

Tpynna 4-6 MBimefi c npHBHTBiM HH3K0MeTacTaTHHecKHM uiTaMMOM 
LLC + BHyTpHBeHHoe flByKparaoe (Ha ce^BMOH H bocbmoh fleHB nocjie 



nepeBHBKH) BBeaemie cyMMapHOH 4>paKH.HH J#JK MBiinei! c npHBHTBiM 
BbicoKOMeTacrraTHHecKHM niTaMMOM (0,05 MKr flHK nepea BBeaeHHeM 
pacTBopajiH b 500 Mien CBeacen njia3MBi). neper* BBeaeHHeM o6pa3eu RHK 
CMeniHBanH c 10 hacr aHTH-,HHK rHzrpojiHsyioiHHX aHTHTeji. 

Tpynna 5-6 MBiuieH c npHBHTBiM HH3KOMeTacTaTHHecKHM urraMMOM 
LLC + BHyTpimeHHoe flByKparaoe (Ha cea&MOH h bocbmoh nem, nocjie 

nepeBHBKH) BBejieHHe CyMMapHOH <|>paKHHH fffiK MBIUieH C npHBHTBiM 

BticoKOMeTacTaTHHecKHM niTaMMOM (0,05 mkt flcW. nepea BBefleHHeM 
pacTBopajiH b 500 mkji CBeacefi renapHHH3HpoBaHHOH kpobh). Ilepe^ 
BBe^eHHeM b o6pa3eu, floSaBJUuiH 1 mkt ^pameHTa A pacTHTejiBHoro TOKCHHa 
Pninraa h HHKySnpoBajiH 1 nac npn 37°C. Phhhh aBJiaerca npeflcraBHTejieM 
ceMeficTBa RIP (6ejiKH HHaKTHBHpyioHme ph6ocombi) tokchhob, nrapoKo 
Hcnojn>3yeMBix ana co3.aaHHfl HMMyHOTOKCHHOB. KpoMe ctocoGhocth 

HHaKTHBHpOBaTB pHGoCOMBI 3TH 6ejIKH o6jiaflaK>T Cn0C06HOCTBK) 

AeafleHHJiHpoBaTB fffiK h ocymecTBJiHTB ee nmpojnre. Rax p eanH3auHH 
TOKCHnecKoro s^eicra KaTajiHTHMecKaa e^HHHua A tokchhob RIP II rana 
flojraHa 6bitb ^ocTaBneHa b KJieTKy cy6BeflHHHH.eH B. B OTcyTCTBHe 
cy6BeAHHHHBi B nenB A He TOKCHHHa, ozmaKo nojiHHyKJieoTHa- 
aaeHHHrjiHKC3Hfla3Hafl h AHK-rHflp0Jia3Haa aKTHBHOCTB nenn A mojkct 6bitb 
HcnojiBsoBaHa fljw paspynieHHa JJtfK, HHpKyjinpyiomeH b raia3Me. 

Tpynna 7-6 MBiiuen c hphbhtbim HH3KOMeracTaTHHecKHM niTaMMOM 
LLC + BHyTpHBeHHoe AByKparaoe (Ha ccabmoh h bocbmoh AeHB nocjie 

nepeBHBKH) ,BBe,HeHHe CyMMapHOH (JipaKHHH BHCKjieTOHHOH ffBK MBIHieH, 
npHBHTBIX HH3KOMeTaCTaTHHeCKHM HITaMMOM LLC. 

OneHHBajiH KOJiHHecTBo MeTacTaTHHecKHx y3JiOB b JierKHx Ha 15 aeHB 
nocjie nepeBHBKH. 



Pe3yjn>TaTLi 3KcnepHMeHTa npHBe#eHBi b Ta6jiHije. 



N FpynnBi 


Ncp. 
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12,0 
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22,5 
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14,1 
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I 15,5 
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1 15,1 


7 


? 13,3 



TaKHM o6pa30M, pa3JiHHHBie cnoco6Bi pa3pyineHHH BHeioieTOHHOH fffiK 
KpoBH noflaBJMioT ee naToreHHBie CBOHCTBa 



<E>opiviyjia H3o6peTeHnn 



1. Cnoco6 JieneHHA 3a6ojieBaHHH, conpoBOKflaiomHxcfl H3MeHeHH*iMH 
KanecTBeHHoro h/iijth KOJinnecTBeHHoro cocTaBa BHeKJieTOHHofi JXtfK KpoBH, a 

HMeHHO, reHepajlH30BaHHBDC HH(|>eKnHOHHBIX 3a60JieBaHHH, BfcI3BIBaeMHX 

6aKTepnaMH, 3a6ojieBaHHg, BBi3BiBaeMBix rpn6aMH h npocTefiiiiHMii, 
aTepocKJiepo3a, caxapHoro ^Ha6eTa, ajuiepranecKHx 3a6ojieBaHHH, cBH3aHHtix c 
peaKunefi ranepqyBCTBHTejiBHocra 3aMe«jieHHoro rana, 3a6ojieBaHml, 
o6ycjiOBJieHHtix MyraimaMH reHOB coMaTHHecKHx kjictok, 
x a p a kt epH3yiomHHc s TeM, hto b cHCTeMHyio nHpKyjianino KpoBH 
bbo^t areHT, pa3pyinaioimra BHeKJieTOHHyio JJJHK KpoBH, 

2. Cnoco6 no n.l, xapaKTepH3yioinHHCJi TeM, hto b 
CHCTeMHyio HHpKyjiaHHio KpoBH BBOflOT (|>epMeHT ffHKmy. 

3. Cnoco6 no n.2, xapaKTepH3yromHHca TeM, hto <J>epMeHT 
£HKa3y bbozwt b ao3ax, o6ecneHHBaroiinix H3MeHeHHe 3JieKTpo(|>opeTHHecKoro 
npo$HJia BHeKJieTOHHOH fftfK KpoBH, BBWBJiHeMoe nyjiBc- 
renB3JieKTpo(J)ope30M. 

4. Cnoco6 no n.2, xapaKTepH3yiomHHca TeM, hto tfcepMeHT 
flHKa3y BBo/unj b A03ax h peacHMax, o6ecneHHBaiomHx .ypoBeHB RHK- 

rHApOJIHTHHeCKOH aKTHBHOCTH HJiaSMBI KpOBH, H3Mep*eMBIH B HJiaSMe KpOBH H 

npeBBiniaiomnH 150 eflHHHn Ky H na Ha jiht P njiasMBi, Ha npoTaaceHHH 
cyMMapHO 6ojiee 12 nacoB b cyTKH. 



/W/ BKJuo^eHHe cnjieHOUHTaMH [3H] THMHAHHa nepe3 24 naca nocie 

KyJIBTHBHpOBaHKW C aHTHreHOM. 
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PEOEPAT 

H3o6pereHHe othochtch k MeflHmrae h BeTepHHapHH h MOHceT 6bitb 
HcnojiB30BaHO ajih JieneHHfl 3a6ojieBaHHH, conpoBo«flaiomHXCH 

KaHeCTBeHHMMH HJIH KOJIHraeCTBeHHBIMH H3MeHeHHHMH BHeKJieTOMHOfi #HK 

kpobh, a HMeHHo: reHepanH30BaHHtix HH<|>eKH.HOHHBix 3a6ojieBaHHft, 
BBi3BiBaeMBix 6aKTepiMMHj 3a6oneBaHHfi, BBi3BiBaeMBix rpn6aMH h 
npocTeHuiHMH, aTepocKnepo3a, caxapHoro zn*a6eTa, ajLiepranecKnx 
3a6ojieBaHHH, CBJi3aHHBix c peaioiHeH ranepHyBCTBHTejiBHocTH 3aMe,zyieHHoro 
rana, a Taioice 3a6ojieBaHHH, o6ycjiOBJieHHBix MyTauiiaMH reHOB coMaTHHecKHX 

KJieTOK. ■ 

3aAana - ccraflaHHe BBicoK03$4>eKTHBHoro h MajioxoKCHHHoro cnoco6a 
JieneHHa 3a6ojieBaHH&, KaK no OTflejiBHOcTH, TaK h b KOMnjiexce, 
conpoBo^Aaiomnxca H3MeHeHHHMH KanecTBeHHoro h/hjeh KOJiEraecTBeHHoro 
cocTaBa BHeKJieTOHHog £HK KpoBH, a HMeHHo, reHepajiHsoBaHHBix 

HH$eKHHOHHBIX 3a6oJieBaHHH, BBI3BIBaeMBIX 6aKTepHJIMH, 3a60JieBaHHH, 

B&i3BiBaeMBix rpH6aMH h npocTeiiniHMH, arepocioieposa, caxapHoro flHa6eTa, 
ajiJieprHHecKHx 3a6ojieBamiH, CBH3aHHBix c peaKHHefi ranepHyBCTBHTejiBHocra 
3aMeAJieHHoro rana, 3a6ojieBaHHfi, o6ycjioBJieHHBix MyramoMH reHOB 

COMaTHHeCKHX KJieTOK. 

Z^jih JieneHHH 3a6ojieBaHHH nejioBeKa, conpoBo^aiomHXca 

H3MeHeHHHMH KaHeCTBeHHOTO HJIH KOJIHHeCTBeHHOrO COCTaBa BHeKJieTOHHOH 

£HK KpoBH, a HMeHHo, reHepanH30BaHHbix hh^cki^hohhbix 3a6ojieBaHHH, 

BM3BIBaeMBIX 6aKTepHJIMH, 3a60JieBaHHH, BbI3BIBaeMBIX rpH6aMH H 

npocTefiniHMH, aTepocKJieposa, caxapHoro flHaSera, ajuiepniHecKHX 
3a6ojieBaHHH, CBH3aHHBix c peaKHHefi ranepnyBCTBHTejiBHOcTH 3aMejuieHHoro 
Tana, 3a6oneBaHHH, o6yorioBJieHHBix MyTan,HaMH reHOB coMaTHHecKHx KJieTOK, 

B CHCTeMHyiO UHpKyjMUHIO KpOBH BBOflHT areHT, paspyUiaiOmHH BHeKJieTOHHyiO 

#HK kpobh; b KanecTBe areHTa, pa3pyniaiomero BHeKJieTOHHyio £HK KpoBH, b 
CHCTeMHyio HHpKyjMHHK) kpobh MOJKeT BBo^HTBCfl (|>epMeHT ,ZJHKa3a; $epMeHT 
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,ZJHKa3y MoryT bbo^htl b flcmx, o6ecneHHBaiomHX H3MeHeHi«:e 

3JieKTpO(|)OpeTHHeCKOrO npO^HHH BHeKJieTOHHOH flHK KpOBH, BbWBJl^eMOe 

nyjii>c-rejiL3JieKTpo4)ope30M; (jpepMCHT ,D[HKa3y MoryT bbo^htb b ,zio3ax h 
pe^cHMax, oGecnenHBaiomHx ypoBeHb TpIK-raApojiHTirqecKOH aKTHBHOcra 

nJia3MM KpOBH, H3MepaeMBIH B mia3Me KpOBH h npeBBiuiaioinHH 150 eflHHIOJ 
KyHija Ha jihtp iuia3MBi, Ha npo-DDKemra cyMMapHO 6ojiee 12 nacoB b cyTKH. 



